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Box No. I Basis of the report 



1 - ss sai^ffiiStKhS^ on ,he in,8ma,,i,nai •"*»■» ■» *» ■» « — 

□ international search (under Rules 12.3 and 23 1 (b)) 

□ publication of the international application (under Rule 12 4) 

U international preliminary examination (under Rules 55.2 and/br 55.3) 
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□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 
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1. Concerning section V 



International application No. 
±CT7EP2p04/008985 



1.1 Novelty (Art. 33(2) PCT) and inventive step (Art. 33(3) PCT) 



i^^^Poloneandderivaavesthereofareknown&omthepriorartreg DlandMl Tt ic 
uptake (see D3 or D4). Contrary to the view expressed in the application <pg. 4 line 7) the Cu 

us^n a rneld of IsT "TT "* ** * h ***** ° f to 

usea in a method of assaying this substance or derivatives thereof »« ^ enriU a ■ \u 

m view ofthis, i, seems possible to recognise noveUv " PreSen ' CUimS - 



(=^p^^^;trt 8 - 

pro cnaceons soluuon confining an enriched product protein. The solution prop^v Z 

assaying tropolone by RP-HPLC using a mobUe phase comprising Cu(II) ions 
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and an icn-pamng reagent that is more hydrophobic than TFA. The question to be decided is wether 
the sailed person would have arrived at the method 

person would have felt a need to assay tropolone and whether he/she would have done thaT 
described in the present claims. 



a) The need to assay tropolone, particularly when the molecule is used in cell cultures for «,„ 
producuon of btopharmaceuticals appears obvious, since it is important to proX^uIt 



re a ,i , b i. lle ^? ed T' ^ aWMe ° f °* Pri ° r and faced wi * technical problem would 
reatae from D6 (pg. 238) that tropolone binds Cu(IT> with very high affinity and 

h. been used in a method for idenufying and frying troplne ™ 

Cu(II) ,ons were incorporated into the mobile phase by adding CnSO 

bio-ph^ ti tr e ™i rr r d te motivated ,o » — Q , 

and in^ewTf M ( * D " d meth0d) would <* « ° b ™>* <*°ice 

£££££££ ^'"^^^^"^-o^P'.asecomprisingCuWions, ^ 

is a s«rdXx^:ph^xtd mobil t pha T^ n order to *• — — I 

f reverse pnase HPLC and, as acknowledged on pe. 5 nines 10- in TP a ; 0 

considered a gold standard. Therefore, i, remains to be determined w«her i, woTd havetT 5 

die choice of an ion-pairing reagent more hydrophobic that TFA. /seems therefore poSet 



Q 
CD 



o 
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hytophob.c «han TFA can solve .he technical p ro blem. In fact, it appears that MSA e3he7 
used m combmauon with 10% acetoniuile (said to be the most snitable conditions) mini* in 
secant peat tathng (pg. 15 , fc, paragraph and F.g. ,c). Similarly, HSA ^ZSl 
MSA) only achreves a sausfactory separata of tropolone from .he mobile phase peak when u^a 
aconcenttahon of 0.3% in 10% acetonltrile; a, 0,1% HSA, tropolone is said to JLttawS, . 
mobtle phase peak and the two peaks did no, demonstrate baseline resolution (pg U ™nd 
= ph) These observations lend supper, to the argument .ha, me **^JZ£ZZ£ solved 
over lb. enure scope of claim 1, precluding me recognition of inventive S «e P for Ute p^Wms 

^IT^rTT^ reCOgniSed ' b ~ " "» - *°™ ** "ubZh'aTan" a e a 



2. Insufficient disclosure (Art. 5 PCT) and support (Art. 6 PCT) 

of .n ^ Cl6ar WMCh ion - pairin g rea ^ ts hydrophobic than TFA, from the plethora 

of all possible ones, can solve the technical problem, the subject-matter of claim 1 is ^oe^o 

otr f " ! ^ ^ regard ' attention is *™ to the fact Z tv^n L 

observahons on pg. 15 (see above, item 1c), it is highly unlikely that all the ion-pairing £JZ 
more hydrophobxc than TFA can solve the technical problem. Therefore, the skilled person would be 
faced wUh undue burden and would need inventive skill in order to determine which 
reagent would be a suitable solution. P g 



CD 

3. Concerning section VI ^> 
D5 (WO 2004/009823) could be found relevant during the national phase. = 

CD 

O 
o 
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